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quency of c-ertB-2 protein overproduction in comedocarcinoma in situ, com- 
pared with infiltrating ductal carcinoma, could be explained by the hot that 
many infiltrating ductal carcinomas arise from other types of intraductal carci- 
noma, which show c-er6B*2 activation infrequently. Others have speculated 
thai carcinoma in sitti with c^erbB-l activation tends to regress or to lose c- 
crfrB-2 activation during progression to invasion,-**^****^ Infiltrating and in situ 
components of ductal carcinoma, however, usually are similar with respect to c- 
erbB'2 activatipn,ii-*» although some authors have noted more heterogeneity of 

, the immunohistochemical staining pattern in invasive than in in situ carci- 
noma,* '**'* Activation of c-€riB-2 is infrequent in lobular carcinoma in situ. If 
lesions contain more than one histological pattern of carcinoma in situ, the c- 
er6B-2 protein overproduction tends to occur in the comedocarcinoma in situ 

. but may incltiae lather areas of carcinomaS'n situ.*^«* Overproduction of c- 
erbB*2 protein in ductal carcinoma in situ correlates with larger cell size and a 
periductal lymphoid infiltrate.^ 

Activation of c-er&B-2 has not been identified in benign breast lesions, 
including fibrocystic disease, fibroadenomas, and radial scars CTable 2). Strong 
membrane immunohistochemical reactivity for o-efiB-2 has not been described 
in atypical ductal hyperplasia, although weak accentuation of membrane staining 
has been noted inifrequently.^-^-** In normal breast tissue, o-criiB-2 DNA is 
diploid, and c-erfcB-2 is expressed at lower levek than in activated tumors.^-ss-es.sa 
These preliminary data suggest that oerbB-2 activation may not be useful 
fiiF resolving many of the common problems in diagnostic surgical pathology. For 
example, o-erbB-2 activation is infrequent in tubular cardnoma and radial scars. 
In addition, because c-er&B-2 activation is unusual in atypical ductal hyperplasia, 
cribriform carcinoma in situ, and papillary carcinoma in situ, detection of c-€r^B- 
2 activation in these lesions may not be helpful in their differential diagnosis, The 
histological features of comedocarcinoma in situ, which commonly overproduces 
c-er&B*2, are unlikely to be mistaken for those of benign lesions. Activation of 
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